BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and are provided with free text boxes to elaborate on their assessment. These free text comments are reproduced below.
GENERAL COMMENTS
This is a protocol for a meta-regression analysis aiming to assess the impact of the duration of the prone position on clinical outcome in patients with ARDS. The object of the study is very important and the results of the study may be clinical relevant. Overall the protocol is well presented. However I have two major concerns about this study: 1) Prone position alone cannot be the treatment of the ARDS.It is known today that prone position can have beneficials effects only if it is combined with a protective ventilation. The treatment of ARDS has radically changed after the years of 2000 when low tidal volume ventilation was adopted as a standard way of ventilation in patients with ARDS. Therefore the question is if studies before 2000 should be included in this analysis.
2) In the recent years it is known that Prone position is efficient in patients with severe ARDS. To the contrary, in the other patients with ARDS may be deletirious (Gattinoni L, MA 2010) . I think that this raises a major problem in the analysis of the studies as this is rather new knowledge. How the authors will tackle with this problem?
VERSION 1 -AUTHOR RESPONSE Reviewers' Comments:
Reviewer Dr Dawn Drahnak : Line 31-32 credit the author and inaugural study. Strengths and Limitations section is usually including in the discussion rather than prior to the introduction. The paper describes a detailed plan for study (review of literature) Thank you for bringing this to my attention. I placed "Strengths and limitations of the study" in the wrong place. I agree with the reviewer's suggestion regarding the right place for it, but our protocol paper for a meta-analysis has no discussion section. Therfore, I followed the submission guidelines for BMJ Open and placed "Srrengths and limitations of the study" after the abstract.
Reviewer Dr Charalampos Pierrakos: This is a protocol for a meta-regression analysis aiming to assess the impact of the duration of the prone position on clinical outcome in patients with ARDS. The object of the study is very important and the results of the study may be clinical relevant. Overall the protocol is well presented. However I have two major concerns about this study: 1) Prone position alone cannot be the treatment of the ARDS.It is known today that prone position can have beneficials effects only if it is combined with a protective ventilation. The treatment of ARDS has radically changed after the years of 2000 when low tidal volume ventilation was adopted as a standard way of ventilation in patients with ARDS. Therefore the question is if studies before 2000 should be included in this analysis.
We appreciate the reviewer's excellent points. Since the low tidal ventilation was proven effective in the ARMA study in 2000, this approach to ventilator management has been one of the standard therapies for patients with ARDS. As the reviewer indicated, to eliminate studies before the ARMA is a reasonable approach to minimize the influence of inclusion of older studies using non-standard tidal volumes. However, we intend to include as many RCTs as possible to increase the chance to conduct a robust meta-regression analysis. To eliminate bias generated from the inclusion of the older studies, we plan to include publication year and tidal volume as covariates.
Although a hypothesis that prone positioning may worsen clinical outcomes is interesting and even attractive, no clear underlying mechanism to bear this hypothesis has been postulated at this point. In the systematic review cited by the reviewer on the prone positioning (Gattinoni L,MA 2010), there was no improvement in prognosis but an increase in complications such as pressure sores, obstruction of enrtracheal tubes and dislodgment of chest tubes. Considering the potential unfavorable effects of these complications on the outcomes, we are planning to investigating the effects of pressure sores and endobroncheal tube malfunction (unplanned extubation, dislocation of obstruction of the endotracheal tube), ventilator associated pneumonia and decubitus ulcers in this meta-analysis (see Page 11, Line 9).
Additional comment from author group To include as many studies as possible, we are planning to lower the cutoff limit for the age of study subjects down to 16 years old. Physiologically, we believe that subjects aged 16 years and older may be considered equivalent to those aged 18 years or above.
